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Amendments to the Claims 
Tliis listing of claims will replace all prior versions, and listings, of claims in the application: 

Claims 1-56 (Canceled) 

57. (Currently amended) A high-throughput method for screening one or more test 
compounds to identify those that exert an effect on post-translational modification of a 
polypeptide on intracoUular biological or chemical process , the method comprising steps of: 

a. introdxxcing into each of a plurality of reaction vessels: 

a plurality of cells; and 

one or more test compounds whose effect on post-transIational 
modificati on of a polypeptide an intraocUulor biological or ch e mioal proooG3 is to be evaluated; 

b. introducing into e&e^ at least some of the reaction vessels an antibody 
characterized in that it associates intracellularly with a biological component 
whose presence or amount reveals the effect of a given test compound on post- 
translational modification of the polypeptide the biological or chemioal procoGQ. ^ 
the introducing being T>erfonned under conditions and for a time sufScient that the 
^tibody enters one or mote cells and associates intracellularly with the biological 
component: and 

c. assaying for association between the antibody and the biological component in the 
reaction vessels to assess the pxesence or amount of the biological component, 
thereby revealing the effect of the test compound on the post-tianslational 
modification o f the polypeptide bioIogioQl or oh e TniofiT pm^.^ ; 

wherein the plurality of reaction vessels comprises at least 96 reaction vessels. 



58, (Withdrawn/Currently amended) A high-throughput method for obtaining a functional 
fingerprint of one or more test compounds; said method comprising steps of: 

a. introducing into each of a plurality of reaction vessels: i 

I 

a plurality of cells; and \ 
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one or more test compounds whose effects on a plurality of intraoollulor 
biologioal or chomioal prooosscs Txtst-translational modificatioja events of 
polypeptides are to be recorded as a functional fingerprint; 

b, introducing into e ach at least some of the reaction vessels an antibody 
chaiacteiized in that it associates intracellularly with a biological component whose 
presence or amoxmt reveals the effect of a given test compound on a given 
polypeptide post-transl ational modification event biologioal or chomical process : the 
introducing being performed under conditions and for a time sufficient that the 
antibody enters one or more cells and associates intracellularly with the biolo^ cal 
componen t: wherein a plurality of antibodies are introduced into distinct reaction 
vessels for detection of a plurality of post-translational modification events: 

c. assaying for association between the antibody and the biological component in 
each reaction vessel to assess the presence or amount of the biological component, 
thereby revealing the effect of the test compound on the given biological or ch e mioot 
^Foeess polypeptide post-translational modification event : and 

hi r e cording d.-recording the effects of each test compound on the plurality of 
intracellular biological or chomical proQ0 5iX>9 post-translational modification events 
of polypeptides, thereby establishing a functional fmgerprint for each test compound; 
wherem the plurality of reaction vessels comprises at least 96 reaction vessels. 

59. (Previously presented) The method of claim 57 or 58 further comprising the step of 
removing unassociated antibody from each reaction vessel. 



60. (Canceled) 
6L (Canceled) 
62. (Canceled) 



63. (Previously presented) The method of claim 57 or 58 wherein the antibody is conjugated 
to horseradish peroxidase. 
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64. (Previously presented) The method of claim 57 or 58 wherein the method further 
comprises iatroducing a secondary ligand that binds specifically to said antibody, and wherein 
the step of assaying comprises assaying for bound secondary ligand. 

65. (Canceled) 

66. (Previously presented) The method of claim 64 wherein in the step of assaying, the 
secondary ligand is assayed intracellularly. 

67. (Previously presented) The method of claim 64 wherein the secondary ligand is an 
antibody. 

68. (Previously presented) The method of claim 67 wherein the antibody is conjugated to 
horseradish peroxidase. 

69. (Previously presented) The method of claim 57 or 58.wherein the step of assaying utilizes 
a detection technique selected fiom the group consisting of r chemiluminescence, fluorescence, 
phosphorescence, radioactivity, colorimetty, Ultra- Violet spectroscopy, and Infra-Red 
spectroscopy, 

70. (Canceled) 

7L (Previously presented) The method of claim 57 or 58 wherein, in the step of introdxicing 
the cells in each of the plurality of reaction vessels, the cells adhere to the reaction vessel 
surfece, 

72. (Canceled) 

73. (Canceled). 



Page 4 of 9 

USSN 09/36l,57€ Anomey Docket No.: 2001 1SQ^028 

4139236vl (HU 15J3-98, 1626-99, 1632-99) 



PAGE S/13 ' RCVD AT 1(1/3 W 9:14:25 PM [Eastern Standa^^ 



OCT. 3 1. 2006 9:05PM 



CHOATE HALL & STEWART 6172484000 



NO. 391 



P. 7 



74. (Canceled). 
75- (Canceled). 

76. (Presently amended) The method of claim 57 or 58 wherein the intrac e llular biologioal or 
ch e mical proooss pogt-translational modification is a covalent modification of an intracellular 
polypeptide o omponont 

77. (Previously presented) The method of claim 76 wherein the covalent modification is an 
intracellular biological reaction- 

78. (Canceled). 

79. (Canceled), 

80. (Presently amended) The method of claim 79 claim 76 wherein the post-translational 
modification is p r -o- tein glycosylation, methylation, lipidation, isoprenylation, 

ubiquitination, phosphoxylation or acetylation. 

81. (Canceled). 

82. (Canceled) 

83 . (Previously presented) The method of claim 57 or 58 wherein the cells are from the same 
cell -line. 

84. (Canceled). 

85. (Previously presented) The method of claina 57 or 58 wlierein at least a subset of the cells 
comprises a eukaryotic cell. 
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86. (Previously presented) The method of claim 57 or 58 wherein at least a subset of the cells 
comprises a mammalian cell. 

87. (Previously presented) The method of claim 57 or 58 virbfirein at least a subset of the cells 
comprises a human cell. 



88. (Previously presented) The method of claim 57 or 58 wherein at least one test compound 
is &om a synthetic source. 

89. (Previously presented) The method of claim 8 8 wherein the test compounds are from a 
combinatorial library. 

90. (Previously presented) The method of claim 89 wherein the test compounds are 
covalently bound on a solid support, the method fiirflier comprising the step of dissociating the 
test compounds firom the solid support. 

9 1 . (Previously presented) The method of claim 57 or 58 wherein the reaction vessels are 
designed to receive a volume of liquid less or equal to approximately 200 microliters. 

92. (Previously presented) The method of claim 57 or 58 wherein the reaction vessels are 
designed to receive a volume of liquid less or equal to approximately 50 microliters. 

93 . (Previously presented) The method of claim 57 or 58 wherein the reaction vessels are 
designed to receive a volume of liquid less or equal to approjdmately 2 microliters. 

94. (Previously presented) The method of claim 57 or 58 wheiein the reaction vessels are 
designed to receive a volume of liquid less or equal to approximately 250 nanoliters. 

95. (Previously presented) The method of claim 57 or 58 wherein the reaction vessels are 
ananged in a two-dimensional array with sufficient density that the center-to-center distance 
between adjacent vessels is less than about 8.5 millimeters. 
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96. (Previously presented) The method of claim 57 or 58 wherein the reaction vessels are 
arranged in a two-dimensional array with sufScient density that the center-to-center distance 
between adjacent vessels is less than about 4.5 miUimeters. 

97. (Previously presented) The method of claim 57 or 58 wherein the reaction vessels are 
arranged in a two-dimensional array with sufficient density that tide center-to-center distance 
between adjacent vessels is less than about 2.25 millimeters. 

98. (Previously presented) The method of claim 57 or 58 wherem the reaction vessels are 
arranged in a two-dimensional array with sufficient density that the center-to-center distance 
between adjacent vessels is less than about 1 millimeter. 

99. (Previously presented) The method of claim 57 or 58 wherein the number of reaction 
vessels is greater than oi equal to approximately 384 and the reaction vessels occupy a surface 
smaller than or equal to approximately 128x86 mm^, 

100. (Previously presented) The method of claim 57 or 58 wherein the number of reaction 
vessels is greater than or equal to approximately 1500 and the reaction vessels occupy a surface 
smaller than or equal to approximately 128x86 m m^ 

101. (Previously presented) The method of claim 57 or 58 wherein the number of reaction 
vessels is greater than or equal to approximately 6000 and the reaction vessels occupy a surface 
smaller than or equal to approximately 128x86 mn>^. 

1 02. (Previously presented) The method of claim 57 or 58 wherein in the step of introducing 
the test compounds into the plurality of reaction vessels^ the test compounds are the same or 
different. 
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1 03. (Previously presented) The method of claim 57 or 58 wherein in the step of introducing 
the test compounds into the plurality of reaction vessels, each reaction vessel contains one test 
compound. 

1 04. (Previously presented) The method of claim 57 or 5 8 wherein at least one test compound 
is from a natural source, 

105. (Withdrawn) The method of claim 58 wherein the reaction vessels are wells of a 96-, 
384-, 1536- or 6144-weU plate. 

1 06. (Withdra^fvn) The method of claim 1 05 wherein the same test compound is introduced in 
each of the wells and a different antibody is introduced in each well, 

1 07. (Withdrawn) The method of claim 105 wherein' a the same test compound and a different 
antibody are introduced in each well across a row, and a different test compound and the same 
antibody are introduced in each well down a column. 

108. (New) The method of claim 57, wherein the antibody associates intracellularly with the 
polypeptide after post-translational modification- 

109. (New) The method of claim 57, wherein the antibody associates intracellularly with the 
polypeptide prior to posttranslational modification. 

1 1 0. (New) The method of claim 57 or SS.wherein the step of assaying utilizes 
chemiluminescence. 
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